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TI Nucleic acid archiving 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention provides a kit comprising a sxibstrate having a surface 
coated with a solid phase matrix for nucleic acid manipulation. The 
solid phase matrix exhibits sufficient hydrophilicity and 




SINCE FILE TOTAL 
ENTRY SESSION 
0.21 0.21 



electropositivity to tightly bind the nucleic acids in a sample. The 
manipulations include nucleic acid (double or single stranded DNA and 
RNA) capture from high volume and/or low concentration specimens, buffer 
changes, washes, and volume reductions, and enable the interface of 
solid phase bound nucleic acid with enzyme, hybridization or 
amplification strategies. The tightly bound nucleic acid may be used, 
for example, in repeated analyses to confirm results or test additional 
genes in both research and commercial applications. Further, a method 
for virus extraction, purification, and solid phase amplification from 
large volume plasma specimens is described. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods for the therapy and diagnosis of cancer, 

particularly colon cancer, are disclosed. Illustrative compositions 
comprise one or more colon tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly colon cancer. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods for the therapy and diagnosis of cancer, 

particularly pancreatic cancer, are disclosed. Illustrative compositions 
comprise one or more pancreatic tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly pancreatic cancer. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods for the therapy and diagnosis of cancer, 

particularly colon cancer, are disclosed. Illustrative compositions 
comprise one or more colon tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly colon cancer. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L4 ANSWER 5 OF 8 USPATFULL on STN 
AN 2002:243056 USPATFULL 

TI Nucleic acid archiving 

IN Gerdes, John C, Denver, CO, UNITED STATES 

Marmaro, Jeffery M. , Aurora, CO, UNITED STATES 

Ives, Jeffrey T. , Arvada, CO, UNITED STATES 

Roehl, Christopher A., Tampa, FL, UNITED STATES 
PI US 2002132242 Al 20020919 

AI US 2001-944604 Al 20010831 (9) 

RLI Continuation-in-part of Ser. No. US 1998-61757, filed on 16 Apr 1998, 





GRANTED, Pat. No. US 6291166 


PRAI 


US 1997-41999P 19970416 (60) 


DT 


Utility 


FS 


APPLICATION 


LREP 


HOGAN & HARTSON LLP, ONE TABOR CENTER, SUITE 1500, 1200 SEVENTEENTH ST, 




DENVER, CO, 80202 


CLMN 


Number of Claims: 142 


ECL 


Exemplary Claim: 1 


DRWN 


21 Drawing Page{s) 


LN.CNT 


2097 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention is directed to a process for tightly binding nucleic acid 
to solid phase and corresponding processes for the utilization thereof. 
Nucleic acid is bound to solid phase matrices exhibiting sufficient 
hydrophilicity and electropositivity to tightly bind the nucleic acids 
from a sample. These processes include nucleic acid (double or single 
stranded DNA and RNA) capture from high volume and/or low concentration 
specimens, buffer changes, washes, and volume reductions, and enable the 
interface of solid phase bound nucleic acid with enzyme, hybridization 
or amplification strategies. The tightly bound nucleic acid may be used, 
• for example, in repeated analyses to confirm results or test additional 
genes in both research and commercial applications. Further, a method is 
described for virus extraction, purification, and solid phase 
amplification from large volume plasma specimens. 
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L4 ANSWER 6 OF 8 USPATFULL on STN 
AN 2002:243051 USPATFULL 

TI Compositions and methods for the therapy and diagnosis of ovarian cancer 

IN Algate, Paul A., Issaquah, WA, UNITED STATES 

Jones, Robert, Seattle, WA, UNITED STATES 

Harlocker, Susan L. , Seattle, WA, UNITED STATES 
PA Corixa Corporation, Seattle, WA, UNITED STATES, 98104 (U.S. corporation) 

PI US 2002132237 Al 20020919 

AI US 2001-867701 Al 20010529 (9) 

PRAI US 2000-207484P 20000526 (60) 

DT Utility 
FS APPLICATION 

LREP SEED INTELLECTUAL PROPERTY LAW GROUP PLLC, 701 FIFTH AVE, SUITE 6300, 

SEATTLE, WA, 98104-7092 
CLMN Number of Claims: 11 
ECL Exemplary Claim: 1 
DRWN No Drawings 
LN.CNT 25718 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods for the therapy and diagnosis of cancer, 

particularly ovarian cancer, are disclosed. Illustrative compositions 
comprise one or more ovarian tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly ovarian cancer. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compositions and methods for the therapy and diagnosis of cancer, 

particularly colon cancer, are disclosed. Illustrative compositions 
comprise one or more colon tumor polypeptides, immunogenic portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, in the diagnosis, prevention 
and/or treatment of diseases, particularly colon cancer. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to the detection of target nucleic acids or 

nucleic acid units in a sample, by obtaining a SER(R)S spectrum for a 
SER(R) S-active complex containing, or derived directly from, the target. 
The complex includes at least a SER (R) S-active label, and optionally a 
target binding species containing a nucleic acid or nucleic acid unit. 
In this detection method, the concentration of the target present in the 
SER (R) S-active complex, or of the nucleic acid or unit contained in the 
target binding species in the SER (R) S-active complex, is no higher than 
10. sup. -10 moles per liter. Additionally or alternatively, one or more 
of the following features may be used with the method: i) the 
introduction of a polyamine; ii) modification of the target, and/or of 
the nucleic acid or nucleic acid \init contained in the target binding 
species, in a manner that promotes or facilitates its chemi- sorption 
onto a SER (R) S-active surface; iii) inclusion of a chemi -sorptive 
functional group in the SER (R) S-active label. The invention also 
provides SER (R) S-active complexes for use in such a method, a kit for 
use in carrying out the method or preparing the complexes and a method 



for sequencing a nucleic acid which comprises the use of the detection 
method to detect at least one target nucleotide or sequence of 
nucleotides within the acid. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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SUMM . . . instance. More preferably it is indirect through a separate 
linking group--again, appropriate linking groups are known, and these 
can help separate the label from attached nucleic 
acids and nucleic acid units which can potentially (as explained 
below) interfere with the vital interaction between the label and the. 

SUMM The surface may be a naked metal or may comprise a metal 
oxide layer on a metal surface- It may include an 

organic coating such as of citrate or of a suitable polymer, such as 

polylysine or polyphenol, . 
SUMM . . . generating a PGR product in a sequence dependent manner which 

precludes the need subsequently to analyse the sequence of the 

amplified fragment. Direct analysis of genetic disease 

by using ARMS to generate linear extension products from genomic DNA, 

with subsequent detection of the. 
SUMM . . . invention can also be extended to analysing genotypes both for 

SNPs and for deleterious mutations. This can be done using 

amplified nucleic acids or, preferably, directly on 

unamplified material. A large number of capture probes for specific 

regions of the genome can be used to prepare. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AR Methods, compositions, and kits for detecting mutations in the entire 

human mitochondrial genome. A preferred method includes amplifying mtDNA 
from a biological sample by polymerase chain reaction of total DNA using 
a plurality of pre-selected primer pairs to generate overlapping 
amplicons; cleaving the amplicons using restriction enzymes to produce 
fragments suitable for analysis by denaturing high performance liquid 
chromatography (DHPLC) ; denaturing and re-annealing the amplicons; and 
fragment analysis by DHPLC to detect the presence or absence of 
heteroduplex molecules. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A composition and method for the purification of nucleic acid are 

disclosed. The composition includes at least one alkaline agent and at 
least one detergent. The composition preferably also includes a 
suspension of paramagnetic particles and an acidic solution. The method 
involves the use of the composition with paramagnetic particles to 
extract nucleic acid from a biological 
sample. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Chemical treatment of biological samples for nucleic 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A composition and method for the purification of nucleic acid are 

disclosed. The composition includes at least one alkaline agent and at 
least one detergent. The composition preferably also includes a 
suspension of paramagnetic particles and an acidic solution. The method 
involves the use of the composition with paramagnetic particles to 
extract nucleic acid from a biological 
sample. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention mainly provides a magnetic carrier for biological 

substance, which shows improved dispersibility in aqueous solutions and 
is superior in the collectability by the magnetic field, reversible 
binding ability with a biological substance, elution property of the 
bound biological substance, and isolation and purification efficiency of 
biological substance, as compared to conventional magnetic carriers. The 
magnetic carrier of the present invention includes a magnetic carrier 
having a saturation magnetization of 10-80 A . multidot . m. sup . 2/kg and a 
coercive force of 0.80-15.92 kA/m, a magnetic carrier wherein a 
ferromagnetic iron oxide particle is coated with a compound comprising 
silicon and aluminum, and the like. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A microfluidic component having a microfluidic channel is joined to an 

array component having a flexible array substrate. In an embodiment, the 
array component includes a prefabricated flexible array that couples 
with the microfluidic component in modular fashion. The modular 
architecture provides for different combinations of microfluidic 
components and array components that can be used to create customized 
processing and analysis tools. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Array substrates that have protective layer that includes a metal oxide 
layer are resistant to the conditions to which the array substrates are 
exposed, e.g. during their manufacture and/or use. In an embodiments, 
the array substrates include a reflective layer comprising a metal 
layer, and the protective layer of metal oxide is typically supported on 
the metal layer. The metal oxide layer may, in particular embodiments, 
include the oxide of the metal used in the reflective layer. Chromium, 
aluminum, titanium, and tantalum are metals of choice for the metal 
layer, although other metals may be used. The protective layer typically 
includes oxides of chromium, aluminum, titanium, or tantalum. Methods of 
forming the substrate using sputtering, evaporation, chemical vapor 
deposition, or plasma -enhanced chemical vapor deposition are taught. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. ' 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Flexible array substrates having a flexible support, a flexible base, a 
reflective layer, and a transparent layer, in that order, are taught. 
Methods of forming the flexible array substrates, devices incorporating 
flexible array substrates, and arrays having probes arranged on a 
surface of the flexible array substrate are also taught. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Individual and aggregate test strip arrays having a backing strip 

supporting a flexible array substrate which supports an addressable 
collection of probes are taught. Hybridization cells for use with the 
individual test strip arrays are also disclosed, and in particular 
embodiments the hybridization cells closely fit a portion or all of the 
individual test strip arrays. Array hybridization systems that include 
test strip arrays and hybridization cells are disclosed with methods for 
performing a hybridization assay on a sample solution. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A device having multiple individual pieces of flexible array substrate 
(a "multi-array device") has a foundation structure with a plurality of 
array sites and a plurality of individual pieces of flexible array 
substrate occupying each array site on the foundation structure. In an 
embodiment the foundation structure has a pedestal supporting a 
plurality of prongs arranged in an x-y grid layout. Each prong has an 
array site with an individual piece of flexible array substrate attached 
thereto. The foundation structure is adapted to mate with a multi-well 
plate, such as a 96-well microtiter plate, with each individual piece of 
flexible array substrate being disposed in a well of the plate. Kits 
containing the multi-array devices and methods of using the multi-array 
devices for performing multiple hybridization reactions in parallel are 
taught . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Devices having microfluidic features and arrays joined to electronics 
components are described. In an embodiment, the array includes a 
flexible array substrate. The electronics components have circuitry that 
may e.g. detect reactions or control conditions on the device via a 
feedback loop. Modular architecture provides for different combinations 
of microfluidic components, array components, and/or electronics 
components that can be used to create customized processing and analysis 
tools . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention concerns a method for controlling the microbiological 
quality of an environmental aqueous medium, suspected of containing 
various micro-organisms, comprising the following steps: selecting a 
reference set, consisting of at least three micro-organisms, 
representing jointly or separately, a microbiological quality level; 
providing a microbiological detection kit, consisting of at least three 
probes specifically and respectively identifying said three 
micro-organisms; after treating the medium to be analysed, contacting 
said micro-organisms, or any fraction thereof derived from the medium to 
be analysed therefrom, with said detection kit, whereby a multiple 
determination of said micro-organisms is carried out, said determination 
representing the microbiological quality level of the medium. The 
invention also concerns an appropriate microbiological detection kit for 
implementing said method. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A small percentage of cells within an established solid tumor have the 

properties of stem cells. These solid tumor stem cells give rise both to 
more tumor stem cells and to the majority of cells in the tumor that 
have lost the capacity for extensive proliferation and the ability to 
give rise to new tumors. Thus, solid tumor heterogeneity reflects the 
presence of tumor cell progeny arising from a solid tumor stem cell. We 
have developed a xenograft model in which we have been able to establish 
tumors from primary tumors via injection of tumors in the mammary gland 
of severely immunodef icient mice. These xenograft assay have allowed us 
to do biological and molecular assays to characterize clonogenic solid 
tumor stem cells. We have also developed evidence that strongly 
implicates the Notch pathway, especially Notch 4, as playing a central 
pathway in carcinogenesis. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods, systems, compositions and kits for improved detection of 
polynucleotides. In one aspect, there is provided a method for 
separating polynucleotides (such as DNA or RNA) using a liquid 
chromatographic separation device (such as a reverse phase column or an 
ion exchange column) , contacting eluted polynucleotides with 
intercalating dye, and detecting (such as by fluorescence detection) dye 
bound to the eluted polynucleotides. The invention preferably uses a 
post-column reactor, such as a mixing tee, downstream of the separation 
column. Sensitivity of mutation detection by denaturing high performance 
liquid chromatography (DHPLC) is enhanced. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The presently claimed siobject matter provides a method for detecting an 
autoimmune disorder in a subject by obtaining a biological sample from 
the subject; determining expression levels of at least two genes in the 
biological sample; and comparing the expression level of each gene with 
a standard, wherein the comparing detects the presence of an autoimmune 
disorder in the subject. Also provided are compositions and kits for 
carrying out the methods of the presently claimed subject matter. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods, compositions, and kits for separating heteroduplex and 

homoduplex DNA molecules in a test mixture by temperature-compression 
denaturing high performance liquid chromatography (tcDHPLC) . The method 
includes use of nitrogen-containing additives in the mobile phase that 
allow detection of diverse heteroduplex molecules to be performed at the 
same pre-selected temperature. An example of a preferred additive is 
betaine. Standard mixtures of DNA fragments, such as mutation standards 
containing known heteroduplex and homoduplex molecules, can be used to 
select the concentration of additive and temperature. Compositions and 
kits including the mobile phase, mutation standards, PCR primers, 
separation media, and DNA polymerase are also provided. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention relates to novel human secreted proteins and 
isolated nucleic acids containing the coding regions of the genes 
encoding such proteins. Also provided are vectors, host cells, 
antibodies, and recombinant methods for producing human secreted 
proteins. The invention further relates to diagnostic and therapeutic 
methods useful for diagnosing and treating diseases, disorders, and/or 
conditions related to these novel human secreted proteins. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB In an extensive Matched Ion Polynucleotide Chromatography (MIPC) system 

and method, and the computer programs or software associated therewith, 
the system provides automated options for sample selection, mobile phase 
gradient selection and control, column and mobile phase temperature 
control, and fragment collection for a wide variety of MIPC separation 
processes. MIPC separation processes can be applied to effect size-based 
separation of DNA fragments, mutation detection, DNA fragment 
purification, PGR process monitoring and other novel processes. This 
invention is directed to the system and software which automates many of 
these procedures, facilitating use of the system to achieve complex 
separation methods. In one embodiment of the invention, a user specifies 
a size range of double stranded DNA fragment (s) in a mixture, the 
software calculates a solvent gradient to elute the fragment (s), and the 
system performs the chromatographic separation using the calculated 
gradient. In an embodiment useful in DNA mutation detection, a user 
specifies the base sequence of a wild type DNA molecule, the software 
calculates a temperature for partially denaturing heteroduplex and 
homoduplex molecules of the DNA in a mixture, the software calculates a 
solvent gradient to elute the fragments, and the system performs the 
chromatographic separation using the calculated gradient and 
temperature , 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method for detecting one or more pathogens in a subject. The method 
includes the steps of: (a) procuring a biological sample, wherein the 
biological sample comprises nucleic acid material; (b) amplifying the 
nucleic acid material using random primers to produce a set of random 
amplicons; (c) providing one or more pathogen-specific probes or probe 
sets; (d) hybridizing the set of random amplicons with the one or more 
pathogen-specific probes or probe sets; and (e) determining selective 
hybridization between a random amplicon and a pathogen-specific probe or 
probe set, whereby the presence of a pathogen in a biological sample is 
detected. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A nucleic acid-bondable magnetic carrier of the present invention is a 
magnetic silica particle comprising a superparamagnetic metal oxide, 
wherein the magnetic silica particle has a specific surface of about 100 
to about 800 m.sup.2/g. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A small percentage of cells within an established solid tumor have the 

properties of stem cells. These solid tumor stem cells give rise both to 
more tumor stem cells and to the majority of cells in the tumor that 
have lost the capacity for extensive proliferation and the ability to 
give rise to new tumors. Thus, solid tumor heterogeneity reflects the 
presence of tumor cell progeny arising from a solid tumor stem cell. 
This discovery is the basis for solid tumor stem cell compositions, 
methods for distinguishing functionally different populations of tumor 
cells, methods for using these tumor cell populations for studying the 
effects of therapeutic agents on tumor growth, and methods for 
identifying and testing novel anti-cancer therapies directed to solid 
tumor stem cells. 



We have developed a xenograft model in which we have been able to 
establish tumors from primary tumors via injection of tumors in the 
mammary gland of severely immunodef icient mice. Xenograft tumors have 
been established from mastectomy specimens of breast cancer patients. 
Furthermore, in the three tumors that we have tested, we have been able 
to make single-cell suspensions and transfer the tumors serially through 
immunocompromised mice. These improvements in the xenograft assay have 
allowed us to do biological and molecular assays to characterize 
clonogenic solid tumor stem cells. 



We have also developed evidence that strongly implicates the Notch 
pathway, especially Notch 4, as playing a central pathway in 
carcinogenesis. Antibodies against Notch4 reduced tumor cell 
proliferation and survival. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Provided herein is a method for separating nucleic 

acid from a test sample comprising the steps of contacting a 

test sample with a metal oxide support 

material and a binding buffer to form nucleic 

acid/metal oxide support material 

complexes, separating the complexes from the test sample; and 
eluting the nucleic acid from the metal oxide 
support material . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides biological molecules modified by reaction with a 

compound having the formula: R. sub. 1--X--R. sub.2 , wherein R.sub.l is a 
cyclic ether group or an amino group, R. sub.2 is an alkoxysilane group 
and X is a moiety chemically suitable for linking the cyclic ether group 
or the amino group to the alkoxysilane group. The invention also 
provides arrays, or "biochips," comprising these modified biological 
molecules. Also provided are methods for making and using these 
compositions . 
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AB 


Methods are disclosed for immobilizing a substance to a surface 



surface is employed that comprises a linking group consisting of a first 
portion comprising a hydrocarbon chain, optionally substituted, and a 
second portion comprising an alkylene oxide or an alkylene imine wherein 
the alkylene is optionally substituted. One end of the first portion is 
attached to the surface and one end of the second portion is attached to 
the other end of the first portion chain by means of an amine or an oxy 
functionality. The second portion terminates in an amine or a hydroxy 
functionality. The surface is reacted with the siabstance to be 
immobilized under conditions for attachment of the substance to the 
surface by means of the linking group. Compositions of matter and 
reaction systems are also disclosed. 
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AB A microsphere-based analytic chemistry system is disclosed in which 
self -encoding microspheres having distinct characteristic optical 
response signatures to specific target analytes may be mixed together 
while the ability is retained to identify the sensor type and location 
of each sensor in a random dispersion of large numbers of such sensors 
in a sensor array using an optically interrogatable encoding scheme. An 
optical fiber bundle sensor is also disclosed in which individual 
microsphere sensors are disposed in microwells at a distal end of the 
fiber bundle and are optically coupled to discrete fibers or groups of 
fibers within the bundle. The identities of the individual sensors in 
the array are self -encoded by exposing the array to a reference analyte 
while illuminating the array with excitation light energy. A single 
sensor array may carry thousands of discrete sensing elements whose 
combined signal provides for substantial improvements in sensor 
detection limits, response times and signal-to-noise ratios. 
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AB Oligonucleotides and other biomolecules are immobilized in high density 
on solid substrates through covalent forces using either a permanent 
thioether bond, or a chemoselectively reversible disulfide bond to a 
surface thiol . Substrates which have hydroxyl groups on their surfaces 
can be first silanized with a trichlorosilane containing 2-20 carbon 
atoms in its hydrocarbon backbone, terminating in a protected thiol 
group. The oligonucleotides or other biomolecules are first connected to 
a tether consisting of a hydrocarbon or polyether chain of 2-20 units in 
length which terminates in a thiol group. This thiol may be further 
modified with a halobenzylic-bifunctional water soluble reagent which 
allows the conjugate to be immobilized onto the surface thiol group by a 
permanent thioether bond. Alternatively, the oligonucleotide-tether- 
thiol group can be converted to a pyridyldisulf ide functionality which 
attaches to the surface thiol by a chemoselectively reversible disulfide 
bond. The permanently bound oligonucleotides are immobilized in high 
density compared to other types of thiol functionalized silane surfaces 
and to the avidin-biotin method. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L9 ANSWER 26 OF 27 USPATFULL on STN 
AN 2000:167743 USPATFULL 

TI High surface density covalent immobilization of oligonucleotide 

monolayers 

IN McGovern, Mark, 25 Clearside Place, Etobicoke, Canada M9R 2G7 

Thompson, Michael, 170 College Street, Toronto, Canada M5S 3E3 
PI US 6159695 20001212 

AI US 1999-301287 19990428 (9) 

RLI Continuation-in-part of Ser. No. US 1997-951448, filed on 16 Oct 1997 
DT Utility 
FS Granted 

EXNAM Primary Examiner: Brusca, John S.; Assistant Examiner: Lundgren, Jeffrey 
S 

LREP Ridout & Maybee 
CLMN Number of Claims: 9 
ECL Exemplary Claim: 1 

DRWN 10 Drawing Figure (s); 5 Drawing Page(s) 
LN.CNT 1622 
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AB Oligonucleotides and other biomolecules are immobilized in high density 
on solid substrates through covalent forces using either a permanent 
thioether bond, or a chemoselectively reversible disulfide bond to a 
surface thiol. Substrates which have hydroxyl groups on their surfaces 
can be first silanized with a trichlorosilane containing 2-20 carbon 
atoms in its hydrocarbon backbone, terminating in a protected thiol 
group. The oligonucleotides or other biomolecules are first connected to 
a tether consisting of a hydrocarbon or polyether chain of 2-20 units in 
length which terminates in a thiol group. This thiol may be further 
modified with a halobenzylic-bifunctional water soliible reagent which 
allows the conjugate to be immobilized onto the surface thiol group by a 
permanent thioether bond. Alternatively, the oligonucleotide-tether- 
thiol group can be converted to a pyridyldisulf ide functionality which 
attaches to the surface thiol by a chemoselectively reversible disulfide 



bond. The permanently bound oligonucleotides are immobilized in high 
density compared to other types of thiol fimctionalized silane surface 
and to the avidin-biotin method. 
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AB A nucleic acid-bondable magnetic carrier of the present invention is a 
magnetic silica particle comprising a superparamagnetic metal oxide, 
wherein the magnetic silica particle has a specific surface of about 100 
to about 800 m.sup.2 /g. 
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